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Period fo~r Rep^^"^^ °' communication appears on the cover sheet with the c orrespondence address ■■ 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH^S^ FROM 
THE MAILING DATE OF THIS COMMUNICATION ^ ' 

■ a^riSrl.^^^^^^^^^^ l"noeven..however,..,arep,.eti.e,v.ed 

earned patent term adjustment. See 37 CFR 1 704fb) "Jinmunicaiion, even it trmely filed, may reduce any 

Status 

1 )E1 Responsive to communicatlon(s) filed on 22 January 2003 . 
2a)n Tliis action is FINAL. 2b)|SI This action is non-finai. 

HnT^H 51!^ application is in condition for allowance except for formal matters, prosecution as to the merits is 
Disposition of Claims ^ P*"''*'"^ ""^"^ ^^''"^^ ""^^S CD. 1 1. 453 O.G. 213 

4) ^ Claim(s) 12-18.22.23 and is/are pending in the application. 

4a) Of the above claim(s) 12-18, 22, 23 is/are withdrawn from consideration. 

5) n Claim{s) is/are allowed. 

6) S Claim(s) 28-33 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement 

Application Papers 

9) n The specification is objected to by the Examiner. 
10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1 85(a) 

1 1 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) KI Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f) 
a)ISlAII b)n Some*c)n None of: 

1 .13 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Staae 
application from the International Bureau (PCT Rule 1 7 2(a)) i^ational stage 

See the attached detailed Office action for a list of the certified copies not received 
14)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application) 
1 A ? translation of the foreign language provisional application has been received 
1 &)U Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 

Attachment(s) 



Notice of References Cited (PTO-892) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) U Infonnation Disclosure Statement(s) (PTO-1449) Paper No(s) 



4) 0 Interview Summary (PTO-413) Paper No(s). 

5) □ Notice of Infonnal Patent Application (PTO-1 52) 

6) □ Other: 
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DETAILED ACTION 
Status of the Claims 

1. Claims 12-18, 22, 23 and 28-33 are pending. 

Applicants' amendment filed on January 22, 2003 (Paper No. 27) is acknowledged, and 
applicants' response has been fully considered. Claims 28 and 31-33 have been amended, and 
claims 12-18, 22 and 23 are non-elected inventions, thus withdrawn from consideration. 
Therefore, claims 28-33 are examined. 

Objection Withdrawn 

2. The previous objection of claims 28, 3 1 and 32 is withdrawn in view of applicants' 
amendment to the claim in Paper No. 27. 

Rejection Withdrawn 
Claim Rejections - 35 USC §112 

3. The previous rejection of claims 28-32, under 35 U.S.C.l 12, second paragraph, is 
withdrawn in view of apphcants' amendment to the claim and apphcants' response at page 2 in 
Paper No. 27. 

Claim Objection 

4. Claim 32 is objected to because of the misspelling word "bacteriocidal". 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of makin. 
neir^ ' -^J'' '"'^ ^''^^^ ™ t° ^"^"'^ P™ skilled iX m to whiXi^ 

=:;i:tXr"=^^^ 
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5. Claims 32 and 33 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the appHcation was filed, had 
possession of the claimed invention. 

Claims 32 and 33 are directed to a method for treating septicemia comprising 
administering a hybrid of LBP and a lipopolysaccharide binding site of BPI 
(bactericidal/penneability increasing protein), a hybrid of LBP and a lipopolysaccharide binding 
site of LALF (limulus ant-lipopolysaccharide factor), or. a mutant of LBP. The specification 
indicates that murine LBP at high dosage suppresses the production of TNF-a, suppresses the 
liver damage induced by LPS and reduces the lethahty of animals in a LBP septicemia model 
(See drawings), and LBP mutants are used as therapeutic agents for treatment of septicemia 
(page 2, hnes 7-9). However, the specification does not identify any mutants and hybrid proteins 
OfLBP nor discloses how to obtain these mutants and hybrid proteins of LBP, and how to use 
these proteins in the treatment of septicemia. ITiere is no structural or functional identification of 
the mutants or hybrid proteins ofLBP. Without guidance on structure to fixnction/activity of the 
mutants or hybrid proteins ofLBP, one skilled in the art would not know which region of the 
protein is essential for function/activity and how to identify a fimctional peptide. The lack of a 
structure to fimction/activity relationship of the protein and the lack of representative species for 
the mutants or hybrid proteins ofLBP as encompassed by the claims, apphcants have failed to 
sufficiently describe the claimed invention, in such Ml, clear, concise terms that a skilled artisan 
would not recognize applicants were in possession of the claimed invention. 
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6. The text of those sections of Title 35 U.S. Code not included in the instant action can be 
found in a prior Office action. 

Claim Rejections - 35 CISC §112 

7. Claim 33 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 33 is indefinite because of the use of the term "LBP comprises one or more point 
mutations". The term "LBP comprises one or more point mutations" renders the claim 
indefinite, it is unclear where is the mutation in the sequence of LBP, and what mutation is 
intended. 

Claim Rejections - 35 USC § 102 

8. Claims 28, 32 and 33 are rejected under 35 U.S.C. 102(b) as being anticipated by Scott et 
al. (WO 94/25476). 

Scott et at. teach a pharmaceutical composition comprising a therapeutically effective 
amount of a BPI variant, a LBP variant, or an LBP-BPI chimera and a phannaceutically 
acceptable earner, and a method of treating endotoxin-related disorders such as sepsis and septic 
shock using the composition (page 2, line 34-page 3, line 4; pages 13, 14, 18, 22, 23, 25; Tables 
3-6). The composition contains a LBP mutant such as Wkxk8.>k) (s.->k) (u ..>kx^^ 
(NCY141 in Table 3) which has one or more point mutations (claim 33), or a LBP-BPI chimera 
such as B,.2oo L,9M56 (NCY 104 in Table 3) which is a hybrid protein of LBP (L) and BPI (B) 
and has lipopolysaccharide binding site (N-tenninal region of BPI; claim 32). The LBP mutant 
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or the hybrid protein of LBP and DPI is a LBP (claim 28) since neither the claim nor 

specification specifically defines the LBP. 

In response, applicants indicate Scott et al. describe BPI inhibits LPS-mediated activity, 
whereas LBP stimulates LPS-mediated activity, thus, Scott proposes the development of LBP 
variants and LBP-BPI chimeras that possess an LPS binding activity and a longer half-Kfe than 
native LBP in order to inhibit LPS-mediated activity; while the present invention shows LBP 
inhibits LPS-mediated activity in vitro and in vivo and can be used as a therapy for LPS-aihnents 
(page 3 of the response). ITie response has been fully considered, however, the argument is not 
persuasive because Scott et al. disclose the LBP-BPI chimeras have LPS binding activity and 
inhibit LPS-mediated activity as indicated in the claimed invention, thus the claims are 
anticipated by the reference. 

9. Claims 28 and 33 are rejected mrder 35 U.S.C. 102(b) as being anticipated by Heavner 
a/. (WO 95/08560). 

Heavner e, al. leach a pharmaceutical composition comprising a peptide derived from a 
portion of amino acids 95-104 of LBP snch as Arg-Lys-Ser-Phc-Phe-Lys-Leu-GIN-Gly-Ser-Phe- 
Asp-Val-Ser-Val-NH, (SEQ ID N0:1) and its variants (SEQ ID NO:2-64, see pages 9-12, 21-22 
and Examples 1 -9), and a method for tr^ting sepsis caused by gr™-negativc bacteria using the 
composition (page 5. line 12; claims 28 and 33). The LBP-derived peptides at. LBP variants 

which ar. encompassed by LBP since neither the claim nor specification specifically defines the 
LBP. 

m response, applicants indicate Heavner et al. teach the use of LBP-derived peptides for 
treating sepsis by inhibiting the LBP-LPS interaction, however, the reference does not teach the 
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use of the entire protein in the treatment (pages 3-4 of the response). The argument is not 
persuasive because neither the specification nor the claim specifically defines LBP as the entire 
protein of LBP, thus, a LBP peptide having the LPS-binding activity is encompassed by LBP. 

Claim Rejections - 35 USC § 102&103 
10. aaims29-31 are rejected under 35 U.S.C. 102(b) as anticipated by or. in the altenradve, 
imder 35 U.S.C. 103(a) as obvious over Scott et al. (WO 94/25476). 

Scott et al. teach a phannaceutical composition comprising a therapeutically effective 
amount of a BPI variant, a LBP variant, or an LBP-BPI chimera and a phannaceutically 
acceptable catrier, and a method of treating endotoxin-related disorders such as sepsis and septic 
shock using the composition (page 2, line 34-page3,line4;pages 13, 14. 18. 22, 23. 25; Tables 
3-6), where LBP can be human, mouse or rabbit LBP in the LBP-BPI chimera (page 11, lines I- 
5; page 18, lines 5-13; Fig. 5; claims 29-31). Claims 29-31 a,, anticipated as the construct 
recited in the claimed process would have been anticipated by teaching of producing chimeras of 
LBP and BPI (See page 1 1, lines 1-5; page 18, hnes 5-13). to tire altenrative that it would have 
been obvious if no, anticipated that the teaching regarding chimeric constructs would have 
motivated one of ordinary skill in tire art to have made substitirtions of rabbit, human or mouse 
(murine) LBP (Sec Fig. 5 which discloses various LBPs). Thepractice of tire process with these 
constructs would have resulted in tire claimed invention which was a, least obvious if not 
anticipated fe,m the cited reference. The chimera of LBP and BPI is a LBP since neitirer the 
claun nor specification specifically defines tite LBP. Please sec par^^aph 7 on the response ,„ 
applicants' argument. 
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Conclusion 

11. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (703) 308-9437. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low, Ph. D. can be reached on (703) 308-2923. The fax phone numbers 
for the organization where this application or proceeding is assigned are (703) 308-0294 for 
regular communications and (703) 308-4227 for After Final communications. 

Any inquiry of a general nature or relating to the status of this appUcation or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 

Chih-Min Kam, Ph. D. Oy (c^ 
Patent Examiner 

*** c:iU<^,-C^ S"^, Iw 

April 9, 2003 ««5?^J«/.r.« 



